4-Formyl-2-(trifluoromethyl)phenyl benzoate (6): to a solution of 4 (0.50 g, 2.63 mmol) in dry CH 2 Cl 2 (15 mL), placed in ice bath Et 3 N (0.55 mL, 3.95 mmol) was added in one portion followed by benzoylchloride (0.37 mL, 3.16 mmol). The cooling bath was removed and the reaction was allowed to reach rt. After 2h reaction mixture was diluted with CH 2 Cl 2 (50 mL) and the organic phase was washed with 1N HCl solution (25 mL), NaHCO 3 sat. sol. (25 mL) and brine. The organic extract was dried and evaporated. Obtained oil was purified by flash chromatography (eluent 95/5 PE/acetone) to give the title compound as a colorless oil. Yield 0.42 g (55%).
1 H-NMR (CDCl 3 )  ppm: 7.52 -7.57 (m, 2H, 2CH), 7.65 -7.71 (m, 2H, 2CH), 8.14 -8.26 (m, 4H, 4CH), 10.06 (s, 1H, COH); + . 4-Bromomethyl-2-(trifluoromethyl)phenyl benzoate (8): to a solution of 6 (0.36 g, 1.22 mmol) in dry THF (15 mL), placed in ice-salt bath NaBH 4 (70 mg, 1.83 mmol) was added in one portion. Reaction mixture was stirred at -10 °C for 1h, then was diluted with EtOAc (50 mL) and organic phase was washed with H 2 O (25 mL), brine, dried and evaporated. Obtained brownish solid was used further without purification. Solid was dissolved in dry CH 2 Cl 2 (15 mL) and the obtained solution was placed in ice-salt bath. PPh 3 (0.19 g, 0.70 mmol) was added followed by NBS (0.16 g, 0.88 mmol). The cooling bath was removed and the reaction was allowed to reach rt. After 2 h the solvent was removed and product was purified by flash chromatography (eluent 8/2 PE/CH 2 Cl 2 ) to give the title compound as a white solid. Yield 0.24 g (67% + . UPLC: t R = 8.58 min, purity 100%. 4-(Bromomethyl)phenyl tert-butyl carbonate (11): to a solution of 9 (1.16 g, 5.22 mmol) in dry THF (20 mL), placed in ice-salt bath NaBH 4 (0.24 g, 7.84 mmol) was added in one portion. Reaction mixture was stirred at -10 °C for 1h, then was diluted with EtOAc (50 mL) and organic phase was washed with H 2 O (25 mL), brine, dried and evaporated. Obtained oil was used further without purification. Oil (0.12 g, 0.54 mmol) was dissolved in dry CH 2 Cl 2 (1o mL) and the obtained solution was placed in ice-salt bath. PPh 3 (0.17 g, 0.64 mmol) was added followed by NBS (0.14 g, 0.80 mmol). The cooling bath was removed and the reaction was allowed to reach rt. After 2 h the solvent was removed and product was purified by flash chromatography (eluent 8/2 PE/CH 2 Cl 2 ) to give the title compound as a colorless oil. Overall yield 42%. 1 3 (0.14 g, 0.52 mmol) in toluene (10 mL) was heated at reflux for 4h. Then the reaction mixture was cooled to rt and white precipitate was collected by filtration. Product was extensively washed with toluene (3×5 mL) and diethyl ether (3×10 mL) and dried in desiccator. Obtained solid was dissolved in MeOH (5 mL) and HBr 48% solution (0.5 mL) was added at rt. The reaction mixture was stirred for 48 h, then poured into NaBr sat. sol. (15 mL) and extracted with CH 2 Cl 2 (50 mL). Organic phase was washed with NaBr sat. sol. (15 mL), dried and evaporated. Obtained white solid was suspended in Et 2 O (25 mL), filtered, washed with Et 2 O (25 mL) and desiccated. Overall yield 64%. 
4-(Bromomethyl)-2-(trifluoromethyl)phenyl tert-butyl carbonate (12)
: to a solution of 10 (0.21 g, 0.72 mmol) in dry THF (20 mL), placed in ice-salt bath NaBH 4 (41 mg, 1.08 mmol) was added in one portion. Reaction mixture was stirred at -10 °C for 1h, then was diluted with EtOAc (50 mL) and organic phase was washed with H 2 O (25 mL), brine, dried and evaporated. Obtained oil was used further without purification. Oil (0.13 g, 0.43 mmol) was dissolved in dry CH 2 Cl 2 (10 mL) and the obtained solution was placed in ice-salt bath. PPh 3 (0.14 g, 0.51 mmol) was added followed by NBS (0.11 g, 0.60 mmol). The cooling bath was removed and the reaction was allowed to reach rt. After 2 h the solvent was removed and product was purified by flash chromatography (eluent 8/2 PE/CH 2 Cl 2 ) to give the title compound as a colorless oil. Overall yield 40%. 27 mmol) and PPh 3 (0.36 g, 1.39 mmol) in toluene (15 mL) was heated at reflux for 4h. Then the reaction mixture was cooled to rt and white precipitate was collected by filtration. Product was extensively washed with toluene (3×5 mL) and diethyl ether (3×10 mL) and dried in desiccator. Obtained solid was dissolved in MeOH (5 mL) and HBr 48% solution (1 mL) was added at rt. The reaction mixture was stirred for 48 h, white precipitate formed and was collected by filtration. Obtained white solid was washed with cold H 2 O (15 mL) and desiccated. Overall yield 44%. + . UPLC: t R = 3.86 min, purity 100%.
Quantitative Real Time-PCR (qRT-PCR).
RNA was extracted and reverse-transcribed using the iScript TM cDNA Synthesis Kit (Bio-Rad Laboratories, Hercules, CA). qRT-PCR was performed using IQ TM SYBR Green Supermix (Bio-Rad Laboratories). The same cDNA preparation was used to measure the genes of interests, mitofusin 1 (MFN1) and mitofusin 2 (MFN2), and the housekeeping gene S14. Primer sequences were designed using qPrimerDepot software (http://primerdepot.nci.nih.gov/). Relative gene expression levels were calculated using Gene Expression Quantitation software (Bio-Rad Laboratories).
Supplementary Figures
Supplementary Figure 1 Supplementary Figure 1 . Detection of mitochondrial and cytosolic markers by immunoblotting. A549 and BEAS-2B cells were grown in fresh medium (ctrl) or incubated with 1 µM of 1, 2, 15 and 16. After 4 h, mitochondria and cytosol were separated as reported in the MATERIALS AND METHODS section, resolved by SDS-PAGE and probed with antibodies specific for porin, a marker of mitochondria, and glyceraldehyde 3-phosphate dehydrogenase (GAPDH), a cytosolic marker. The figure is representative of the procedure followed to verify the absence of cytosolic contamination in the mitochondrial fractions, and vice-versa, in all the mitochondria-cytosol separations performed. MW: molecular weight.
